The purpose of t h i s study was to determine the value of combining laboratory t e s t s of iron s t a t u s in predicting a r i s e in hemoglobin (Hb) in infants undergoing a therapeutic t r i a l of iron. Screening f o r anemia was performed on c a p i l l a r y blood of 1128 healthy one-year-old infants of a i r force personnel. The 25% who had Hb < 11.5 g/dl were asked t o return f o r t e s t s on venous blood before and again a f t e r 3 mo of therapy. Of the total of 188 infants completing therapy, 66 (35%) had a r i s e in Hb ? 1 .O g/dl and were designated responders. Each additional laboratory t e s t on venous blood showed a marked degree of overlap in r e s u l t s on responders vs non-responders. We used MCV < 70 f l , erythrocyte protoporphyrin > 3 ug/g Hb, transferrin saturation < lo%, and plasma f e r r i t i n < 10 ug/l as cutoff values. For each individual t e s t , about half of those with abnormal values had a response. However, i t was disturbing t o find t h a t f o r any given t e s t , half to two-thirds of the responders had a normal value. Because of the d i f f i c u l t y in distinguishing responders from non-responders and the simplicity, low c o s t , and low prevalence of side e f f e c t s , we favor the use of a therapeutic t r i a l based on only a low Hb i n similar high-risk populations. Further costly workup could then be reserved f o r the small number of infants who have unexplained anemia (Hb < 11.0 g/dl) a f t e r a therapeutic t r i a l . Patients with SCD (n=174) imnunized with PV had a hiqh r a t e (70%) of mild reactions, primarily a t t h e s i t e of injection and d i r e c t l v associated (P <0.01) with the level of oreimmunization pneumoc'bccal IHA Ab t i t e r . kb response t o diffekent antigens followed 3 patterns: poor or good response regardless of age a t imnunization and improving response with advancing age a t immunization; increase i n Ab was strongly correlated (p <0.0005) with increasing level of preimnunization Ab.
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Patients with SCD (n=174) imnunized with PV had a hiqh r a t e (70%) of mild reactions, primarily a t t h e s i t e of injection and d i r e c t l v associated (P <0.01) with the level of oreimmunization pneumoc'bccal IHA Ab t i t e r . kb response t o diffekent antigens followed 3 patterns: poor or good response regardless of age a t imnunization and improving response with advancing age a t immunization; increase i n Ab was strongly correlated (p <0.0005) with increasing level of preimnunization Ab.
In 24 months of surveillance 3 episodes of type 23 pneumococcal sepsis were documented i n study patients: 2 children under age 30 months (incidence, 4.40/100 patient years i n children age 1-4 years) and a child age 5.6 years (0.66/100 p a t i e n t years i n children 25 years). The incidence of pneumococcal sepsis among nonimiiunized children age 1-4 years followed a t Los Angeles County-University of Southern California SCD Center was 6.20-9.03/100 p a t i e n t years. Therefore, anamnestic response seems t o contribute strongly t o the enhanced Ab response observed i n older children. Only m d e s t vaccine protection may be expected among children with SCD who receive a s i n g l e dose of PV. To explore t h e nature of t h e defect i n TEC, we u t i l i z e d t h e plasma c l o t c u l t u r e technique t o study t h e e f f e c t of patients' serum on t h e p r o l i f e r a t i o n of erythroid stem c e l l s i n v i t r o . Six p a t i e n t s with TEC, ages 1-4 yr., presented with an average hemoglobin of 6.2gmldl and reticulocytopenia. Bone marrow (BM) asp i r a t i o n revealed decreased o r absent erythroblasts. Recovery was evident by 2 weeks i n a l l patients. When 6 x 1 0~ W mononuclear c e l l s obtained from 4 p a t i e n t s a t t h e time of diagnosis were plated with 2 I . U . of erythropoietin, 1 patient had increased numbers (159) of CFU-E-derived colonies, 2 had decreased numbers (2; 18), and i n 1 patient there was none (~1:58f6). Addition of 10% p a t i e n t ' s serum t o t h i s syngeneic system resulted i n 100% inhibition of erythroid colony formation i n t h e patient with increased numbers of CFU-E, no e f f e c t on those with decreased colonies, and increased colony formation i n t h e patient with absent CFU-E's compared t o controls. When serum from t h e 2 other p a t i e n t s was added t o allogeneic BM c e l l s i n culture, there w a s 58 and 81% inhibition of CFU-E-derived colony formation compared t o controls. Study of recovery serum from t h e 3 p a t i e n t s with i n h i b i t o r s revealed l o s s of inhibitory a c t i v i t y . We conclude t h a t while TEC has a uniform c l i n i c a l presentation, there a r e a t l e a s t two pathogenetic mechanisms:(l)a serum i n h i b i t o r directed against erythroid stem c e l l s and (2)an abnormality of erythroid stem c e l l s e i t h e r i n number o r i n responsiveness t o erythropoietin. The c e l l s were then re-fed MTX-free medium lacking a l l of the additions but containing 2.1 p M HI deoxyuridine and the incorporation of label into a trichloroacetic acid p r e c i p i t a t e was determined. Untreated cell s incorporated 122.9t23.1 nmol es dU/g protein/24 h (nm/g/24 h, n=3, x+S.D.). Cells preincubated in MTX (10 pM) alone incorporated 0.82t0.21 nm/g/24 h (n=3). Cells preincubated in MTX (10 pM) + GAT incorporated 1.11t0.18 nm/g/24h (n=3), whereas c e l l s preincubated i n MTX (10 pM) + FA (10 DM) incorporated 210.7+11.6 nm/g/24 h (n=3). Thus fol i n i c acid reverses the e f f e c t of MTX when present along with MTX in the preincubation medium. GAT allows normal c e l l growth when present along with MTX in the preincubation medium. However, upon removal of GAT and MTX from these c e l l s a f t e r a preincubation i n both, c e l l growth and DNA synthesis remain suppressed. Iielapsed 17 rtlo Blasts frcm a l l s i x p a t i e n t s expressed Ia-like antigens, a normal B c e l l alloantigen; 2/6 reacted with r a b b i t antiserum s p e c i f i c f o r human thymic lymphocytes; and 1/6 had a c o m n ALL antiyen c h a r a c t e r i s t i c of n u l l c e l l ALL. k c e p t o r s f o r t h e l e c t i n peanut agglutinin (PNA) were present on 3/5 t e s t e d and these 3 p a t i e n t s have died. 2/5 d i d not express P1JA receptors and remain i n remission a t 36+ and 29+ months.
We conclude that: (1) B-ALL is immunologically heteroyenous with some p a t i e n t s simultaneously expressing a conmn ALL antigen o r c e r t a i n T c e l l c h a r a c t e r i s t i c s and (2) Of 170 s i c k l e c e l l p a t i e n t s 2-12 years old, 22% had height and /or weight <5Xile. Growth and n u t r i t i o n studies were done on 20 growth-retarded patients (GR) and 20 growth-normal p a t i e n t s (GN) matched f o r age, sex, hemoglobin disorder, and hematologic values. Selected t e s t s were done on 10 control p a t i e n t s (C). Bone age was delayed i n 5/16 GR and 5/12 GN. Somatomedin C (Sorn C) l e v e l s were below age-normals i n 7/18 GR and 9/18 GN. Serum zinc l e v e l s were <70pg/dl i n 32% of GR, 63% GN, and 10% C. Prealbumin l e v e l s were normal i n a l l , suggesting t h a t protein malnutrition was not present. Vitamin A (Vit A) l e v e l s <20pg/dl were found i n 70% of GR. 47% GN. and 20% C. The mean V i t A l e v e l i n C w a s higher than i n GR (P =.004) or GN (P=.017). Retinol binding protein (RBP) was normal i n a l l but <2.0mg/dl i n 20% of GR and 5% of GN. The mean RBP was lower (Ps.004) i n GR than i n GN; both means w e r e s i g n i f i c a n t l y lower than i n C. RBP and V i t A l e v e l s correlated well i n C (rx.81) but poorly i n s i c k l e c e l l patients. Zinc, Som C, and bone age were frequently abnormal i n s i c k l e c e l l pati e n t s but did not c o r r e l a t e with growth s t a t u s . V i t A and RBP were more often abnormal i n GR than i n GN. While zinc and Som C donot seem t o cause poor growth, other n u t r i t i o n a l f a c t o r s , such a s V i t A,may be important.
